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Validation

215 adult individuals were included in the derivation cohort of the study, of which 157 were followed-up. The sample size for the
development of our prediction model was obtained by including and following up all consecutive patients between April 2020 and August
2021 and resulted in a total of 134 followed-up patients. The prediction model (PACS score) was developed using 14.2 events per predictor
parameter, which is in line with the rule of thumb of 15 events per predictor parameter as well as several other recommendations on the
required number of events per predictor parameter for accurate modelling in logistic regression analysis.

395 adult individuals were included as a validation cohort, between 06 August 2020 and 19 January 2021 and prospectively followed-up for six
months after infection, which is in line with a suggested sample size of 400 and an outcome event size of 200 in order to obtain precise
calibration curves (see Methods).

No data was excluded.

Samples from each patient were analyzed once due to limited availability. As prognostic models tend to describe optimally the evaluated
dataset, but may perform less well in other datasets, we addressed this phenomenon of overfitting by applying the statistical method of
shrinkage (see Methods). The prognostic model was validated in an independent validation cohort.

This is not relevant for this observational study.

While performing measurements the investigators were fully blinded. Blinding was not possible for data analysis as the study was
observational.

All laboratory tests were performed in accredited laboratories at the University Hospital Zurich. Blood samples were collected in BD
Vacutainer CAT serum tubes (Becton Dickinson; Cat# 367896). Different serum immunoglobulins subsets and IgG subclasses were
measured using the commercially available turbidimetric Optilite® assays using an Optilite® analyzer (The Binding Site Group Ltd;
Cat# NK004.OPT, NK006–NK010.OPT, NK012.OPT). Laboratory reference values are as follows (g/l): IgM (0.4–2.8), IgA (0.7–4.0), IgG
(7.0–16.0), IgG1 (2.8–8.0), IgG2 (1.15–5.70), IgG3 (0.24–1.25), IgG4 (0.052–1.25). SARS-CoV-2-specific IgA and IgG antibodies were
measured by using a commercial enzyme-linked immunosorbent assay (ELISA) specific for the SARS-CoV-2 spike S1 protein
(Euroimmun SARS-CoV-2 IgA and IgG immunoassay; Cat# EI 2606-9601). Interleukin IL-6 and tumor necrosis factor (TNF) were
quantified using R&D Systems assays (Cat# S6050 and LHSCM210, respectively). Antibody dilutions were prepared according to the
manufacturer’s instructions.

All laboratory tests were performed in accredited laboratories at the University Hospital Zurich. All antibodies used in this study are
part of commercially available assays. Primary antibodies:

SARS-CoV-2-specific IgA and IgG (Euroimmun; Cat# EI 2606-9601 A and G). Specificity: SARS-CoV-2 spike S1 domain (Wuhan-Hu-1).
Cross-reactivity: < 0.5% cross-reactivity observed with other human coronaviruses.

Human IL-6 Quantikine ELISA Kit (R&D Systems, Cat# S6050 Specificity: Natural and recombinant human IL-6. Cross-reactivity: < 0.5%




